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(57) Abstract 

Medicinal compositions for preventing or treating angiostenosis which contain as the main ingredient compounds inhibiting the MK 
function in vascular tissues. These compositions are useful in preventing and treating reangiostenosis following percutaneous transluminal 
coronary angioplasty (PTCA) or angiostenosis caused by arteriosclerosis. As the compounds inhibiting the MK function, use can be made of 
an antisense oligonucleotide which binds to the single-stranded mRNA segment transcribed from MK gene and thus inhibiting the MK 
protein synthesis in cells and an antibody against MK protein. 
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i:©^^"efeS (Parker, F.: Amer. J. Pathol., 36: 19-53, 1960; Webster, 
W. S., S. P. Bishop & J. C. Geer: Amer. J. Pathol., 76 : 245-264, 1974)o 

^ibiz. mmmh(Dmmtp. mmizM-r^mw.R}i^'^(Dmmr'$>^tT^m (Ross, 

R.: N. Engl. J. Med. 314: 488-500, 1986) its MmziSl^^X ^mmmtCDM 

f ^t)t>s U^t(^WiKWimMWL% (percutaneous translu 
minal coronary angioplasty; PICA) ;?^3^S^^^3^Tt>nTl^So PTCA^Ktix & 

ND^ttT'So-eoxcD^jg-^M^^i&^b-rv^So z.fi\its mmMmm^mzn-r 
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nTV>S(Nobuyoshi, M. et al: J. Am. Coll. Cardiol. 17: 433-439, 1991 ;)o 

Mfbrn^Mmmm"?- (pdgf) . 

^m^mmmmm^ (fgf) tjit:(D^mmmm'p. 

^ >^—u-( ^>-^mmm.mm=i'cx (iNP-a) :&if®-t?--r h*^>> 

if^m-^fi. m^tii^(D\.z-D\,^x^^wMi:^mM^fif^o b*^b^ v^-rn^^^j 

^^m.mzm^'&.i^iLm.-^fiX^^tjiX^^ (circulation. 86: 100-110,1992; Weint 
raub, W. S. et al.: N. Engl. J. Med. 331: 1331-1337, 1994) o 

(midkine; MK) \^ ^ J -C^mz ^ ^m^Ml&mU<D^ihm^ 
mux. ^m\z%Mi:^mm^n^MB^(om^h\yX%M.^nr^ (Kadomatsu, K. 
et al.: Biochem. Biophys. Res. Commun., 151: 1312-1318, l^^^) o zr\y ^ :^ 
hn:?^ XPTN ; SiJ^HB-GAM) (i:^ WlS^JiS^^#fttfe^*)-^^-&^ 
LTs m^'y V<Dm\^^^^fik (Rauvala, H. : EMBO J., 8 : 2933-2941, 19 
89)o MKiiPTNfi. ^^ii^tiJttS Mitels :^#> SLXf^^it^Um'T^^.'-^') 
>|g'&t4CD^>>'^^H (Tomomura, M. et al.: J. Biol. Chem. , 265: 10765-10 
770; Li, Y. et al.: Sience 250: 1690-1694, 1990; Rauvala, H. : EMBO J., 
8: 2933-2941, 1989; Wellstein, A. et al..: J. Biol. Chem., 267: 2582-258 
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7,1992) -C-S)^3> :fect^50%CDi2^!j*a|pIt4^%t. (Tomomura, M. et al.: J. Bio 
1. Chem., 265: 10765-10770; Kuo, M. et al. : J. Biol. Chem., 265: 18749- 
18752; Tsutsui, J. et al: Biochem. Biophys. Res. Commun., 176: 792-797, 
1991)^MK77'^ U—^B^t^ (Muramatsu,T. : Dev. Growth Differ. ,36: 1-8, 
1994) o 

5^^si3ooo^>;i^HT-. ^commit^mztDtz^. nmmm(D^^i^m. n 
bA^b. mmwit-^?icAmm(DsisLmmm^hm'^>^'^^m.t(Dmmmz-z>\.^x 

Mi^bfemRNA{COl^T. RT-PCR2it/Competitive PCR^^Sig bfe d 5s 7 
Btf'^lOBlzM-^Xs MKmRNA^7)^3^>{P*li;^L•rv^^c: 2:S5t^bfeo ^tz. m& 

m-^^^Rxm^ -j^Ttf Y'^'^7.ti>ib\'^^\^fzm^\^mMWu=^^Mz^\^x. 

g^^-x"^^CDif^f^M*s. MKy u/^re? V'^t>7.(D^fl\Z^\^xm^\zm:K\y 
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nmm^± * ii31t- ^ a c 13 l > ^ ^m. b o 

J? ^ 1^:^^ ( 1 ) izfd,m(DmMmm.<^o 

(b) McDrnm^mmT^it-^m^m^-r^jim 
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iS3is4i:bTs MKs HB-GAM(Heparin-binding Growth-associated Molecule;Pleiot 
rophin) > Syndecan:7 t ^ U — (Syndecan-K Syndecan-3x Syndecan-4) s RPTP 

>'Ne7^=^— fc:>^Jtl5^) ^c■:^^^TRT-PCR^cJ:oT^ln^)®^>>'1^> 

m:K]^XU^c:ti^misb^nt:i (01a) o *feSyndecan-l{i^ mcD^M^^'i^ — 
>hi^'&X3BBi>^UBSi:iiaB.McD^\.^^m.t^Ut^>^ti^o Syndecan-l{±v MK 
OU-br^— 0<^:^^c#&^■rs^:#;ie)n-CV^SSyndecan77' ^ ^)—(D-"DX 

MK7T^ u— T'*>spTN®^3^{i. 7 Bsmiz~Mmz^mt^mx\^x\^^' 

^ o ^ fcs PTNCD U-fe:r<S^ — 5RPTP-/? ( J . B iol . Chem. 271 ,21446-21452 , 

1 996 ) {i. -?>{i D HB-GAMC!)^]g/Jp'±# b f- ^ {c3i-r S ^ ^ ;^ ^ ti S^B^ 3 B ^ 

7 Bizt-ifxjmkt^^K^mvxi^^citt^mtb^n^o m^mmt b^GAPDH 
i±. m^^(DBmzmm<tii < —^(D^M^^^iyXi^^ z tt^mib^n^ mie) o 

^tz. m'^CDm<DmmM<Dm^t^s competitive ?CKXm^^t. GAPDH{i^ m 

mi4B^^xniz^m(o^mm.^mLx\^^^:it-^miib^n^{iQhopies/ui) 
(DizMLx. mumm ? b g iz^Mt^iomm:^ b-r s c ^ t^mib ^ n (m 2 ) o 

r^ztt^m^tiho 3BB. 7BSs uBMcomm^'y^^^> '^^^y hm 
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I^J^«^mcDff^F«3McD?f$fie{COl^T (Circulation, 96: 4333-4342, 1997) > 

iz, uBEcD^y hcDifummmizi^if^. tfrnmi^ mm^Q-zosdsznz^:^,^^ 
mmit^ffom^cD^mx' a. (Dmm ut v> ^itim^mmmmcD^^t^m^^ n 
tz (04 d) o :in^(Dmmi>^. ^mmmm<Dmmizi±mi^m-¥\yXi^^:it 

m<hmiZ^\,^Xi)^\^Xl^^tm^ionx\^^ (Nature, 362: 801-809, 1993; 
Circulation, Res., 77: 445-465, 1995) c:ti>^. MKcD^tfecDPl^^jl DT»J 

^mmm^mm-r^:itt^X'^^o T>^±>x^mf^mi±. mB^comm^^ 
fijfflu ^M(DmBii^<Dmm^mmt^tci^iz, ea5©jtfe^i:^N^:/u^-i'x 

=!') ^mxr^i)(Dx$>^o ^mzML. y'::i^mmmmmi^. nM(Dmw^mm 
H^©i^^gp{&-^®5^^^iasu m{tit^n^MB^n(Dnm^n^ 'h(Dx$> 



wo 00/10608 



7 



PCT/JP99/04550 



^#t-rs (Stein fiChang, Science 261: 1004-1012, 1993) o T>^-t>X:tV 

^ >>'^^H^^^S3iR*5Pl±^ti§ (Haeuptle et al.: Nucl. Acids. Res. 14: 1 
427, 1986) o :^-^::^^i^:3l:^7";^DNA^fea*:^*D^^3l— hDNA;t'; :dl(Dm^X 

Nase H^^^CD^mNAiH^iJ^M-^A^f3rmb-r^Ci:>(P*T"#S (Walder & Walder, 
Proc. Natl. Acad. Sci. USA. 85: 5011, 1988) o 2fe SS®:^ U in ^ ^ 1^:^^ K 

J:S^^*^*5Sl:f 5)n5(Giovannangeli et al.: Proc. Natl. Acad. Sci. USA. 
90: 10013, 1993) o 

s^{iio~5om^T'feoT. mjit;^t^n^iaRM(Dnm&Dtiimmzm^^x;^^o 

K£Dg?3£b-^-r^x it^mm. RV^-^^mmmzmm^n^ (Steinetal.: 
Cancer Research 48: 2659, 1988) o 
^3^^WJ-r-^^mRNAt3?^bT> >X3t- U 3J 5? ^ Ix:^^ K®$f*bV^ 

fi^<&3liK-r?)fe*ii-{i. ^^!:6DJ;^^S^S#^-r?)ie:*S*^'afeSo ^t. 10~15 
mt^i^m^^o :ititit1^mmz. 20~30m»©Sl>;rU:3^^l^;^-5^K{ix 
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— ^^^mvx 1,^x^X1^ o :i<D^orj::tvzi^^u:t^h'i±. mMmizmmcD 

^?!lx.{Srl5lfiO^M:j3 J; t>Terkin-Eliner/AppliedsBiosystem( Foster City, 

cA)xr)X^X'B^um^m\^^^:&mz^-oxmm-r^^ti^x^^o cLti^cD 

t^X^?>o 

x^ ^ uT—^fcDi'^m^mz^if-^Ti^^o ^(Dtzmm^j^mmiz^h^x. *^bj 

Tl^S:^^>^:l^P^5}-:ii- hJ^-^^fcii^ ^D;}^:;^:^^;^- h;^^UfeT:^D ^T'fe 
S (Stein et al.: Cancer Research 48: 2659, 1988) o 

^fes T>9-t>7.mA(Dmmx(Dm:tvoi:^^iy:^^\'^. ^mtT^mm\^ 

xmm^ti:d}iA^M^'!^^—i>^—^^lz^M^'^^!:-tt^X ^ 5o MKDNAie^JJi. 
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m^it. mT>^-iz>^^UzimM^^^-l±. rv;:^^. KpHIL301-MK®— 
i±^ll^-e^nra^^iE?!l<£:MKOcDNAie^!l (GenBank Acc.No. J05447) ^z^■r5l^ 

— j^e^jtc, ^cD^n——y^^^^—:^m\^^xm'W^^^titzm 
mcD X ummzmi ^ ^ o (3$? jg:& v - — afs^/f tt t- ^ < ^ ^ ® ^ ^ 

D-:z>^7$n;fe7'>^-fe>:^»TM-ii^ ji^^c^Sm^^^ p— -^i^'^^^^- 
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Mim±^tc. mx.it j'i^^y. z3^-y>. :}^^v^?^^\P^7t->m 
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mmttn^iiLCDmmiz^r). (2) )u-rmm.^mmi-^. mmmt^ms^t^n 

1-14^. l-15^ii. l-16{iis l-17iiL. l-18m. l-ig^s 2-im. 3 

rS<4©^j^{3^^-rs^M<&^lffit-S:i^*)T-^So z:£DJ:a^c<b'^ti(3{±. MK 
^J^Jnlft^x ^^^•U> (Kaneda,N. et al., J.Biochem. 119, 1150-1156 (1996)# 
m) X fe§V^^iMKCD?^-^M*«•:^-CrSt^<£ffll;tSt: h • Ui-h**> (Human 
Ryudocan) (Ko j ima, T . , Katsumi , A. , Yajnazaki , T. ,Murainatsu, T. , Nagasaka, T. , Oh 
sumi,K., and Saito,H., J.Biol.Chem. 271, 10, 5914-5920(1996 ^^^Iff 

It, {ik^(D:^mzm\:>x^'^mt^^tt^x^?>o mnt\ihm<DcDmt^u—- 
y^v-i-)immt. m^>^^^m,m±mzn\^x'h. m^it^co-^izni^x 
nvx<'^m^ntzmi$-x$>^o 
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>(D15^ (Kohler, G. & C. Milstein, Nature 256: 495-497,1975) Iz 

(Dmmm^mi>z^-ox&^(Dmmmtm^^-^.Mn(Dx^ v--y^mzj:y). 

{i> ^|g¥9-95454t3 bB«©MK31<5^/7' ^ y ^IB^'J l> ^CLtizJa-D xm h fi 

MK(i. :^m^x^m^n^mmmLn(Dfzi^(DtKm}i\^x^m^ti^m^'^ 
(DT ^ ^mn&Wi^mt>ti:\^. mMi^^um^^^(D%-^^^^—mzmx\^x 

tt{^<tiNo m'^^mx^^^mm^im^hx^xi-^. ^\<zm.^-^n^^cDx\±tii 
v^/{)i\ mmm^^z^m'r^m.muh(Dm^^^%m.\^xMnr^(Di:^u^\^<. 
—^m^z\±. m^i-^. -^tfT.. ^>>^^ j^M.:7.^—mi^^m^ti 

^ o 

:^mt\.Xs m^m%mm(Dmm\^^rzi-±^riz^iimT^^i:nzxr)nfDti^c 
mi^mztt. m.^?is^^m:^i^7i<.mxmmmiz^m. mmi^tz^co^mmizji d 

^oi?L»{c4~2iBS{3i&ip]ts-^-r?>o ^fe. ±&mizmmtj:^i^^^mT ^ 



wo 00/10608 



PCT/JP99/04S50 



13 

bT(is mntF 3 (P3x63Ag8.653) (Kearny, J. F. et 

al.: J. ImmnoL, 123: 1548-1550, 1979) . P3x63Ag8U.l (Yelton, D. E. et 
al.: Current Topics in Microbiology 81: 1-7, 1978) . NS-1 (Kohler, G. & 
Milstein, C: Eur. J. Immunol., 6: 511-519, 1976) . MPC-11 (Margulies, D. 
H. et al.: Cell, 8: 405-415, 1976) . SP2/0 (Shulman, M. et al.: Nature, 
276: 269-270, 1978) . FO (de St. Groth, S. F. & Scheidegger, D.: J. Imm 
nol. Methods, 35: 1-21, 1980) s S194 (Trowbridge, I. S. : J. Exp. Med., 1 
48: 313-323, 1978) . R210 (Galfre, G. etal.: Nature, 277: 131-133, 1979). 

(i. > ibCD:^^ (Galfre, G. & Milstein, C, Methods Enzymol. 73: 

3-46, 1981) ^(3ipDT^ir^3^d^*T^^o :^i*:fi5(3{i. m^mS^M^i±. 

UTii. m^it. 4<Uni5^u>^U =J— ;i/ (PEG) . -tzyv-f jv:^mi^mm^ 

(Fcs) mcDstsLmmm^mm-r^at'hT^^o 

Us ^ibZ7'cmmizmu\^tc:?EGmm. mnt. ^±s^?aiooo~6ooo^jgcDPEG 
mm^. mm. 3o~6o%(w/v)cDmT-^^inu m^-r^c:ti>z^-:^xmm(Dm^ 
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mm i$m^mm) f^^nr ^(Diz-\-^rj:mm. mniSiB--mmmm^^-r^o 
t^m^m\^>xm^^^±rcimm^miM^^m^^^^tt^x^^ m^its Borrebae 

ck, C. A. K. & Larrick, J. W., THERAPEUTIC MONOCLONAL ANTIBODIES, Publis 
hedin the United Kingdom MCMILLAN PUBLISHERS LTD, 1990) o^^tfii^ti^X 

i:x^(Dm,mmm =i — h* -r sdna^ t h tnmm^^ - k -r ?.dna t z 
n^%M^^ ^ —izm^jhA^xm^i^rnxL. m^^'&^^tiz^^nibti^ (e 

P 125023, PCT W096/02576) o 

f^^mmmx^-oX^XUo tni^(Dmt^ti.Xl±. m^lt. Fabs F{ab*)2. Fv* 

tzmmtijm(D¥v^m^tj:v >^—xmm^'&rzzy>'i^)i^9-:^-( >fv(scfv)^*^ 
mmmit. -mcDiKit^mm m^it. m^^^m) izmis^^o 
m5n±r^m^m^t{.xi^-^^ti?>o m^i£. mmtLx-m&;}izmi>^ti^m 
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t t^^^j© V ^ rticDmm t-r^^t'bx^^r.pmmmt-r^izit, m^7K. 
•>^y'n\^u>wzi—)vm^^WLmzmmT^o ^(Dt^. iej^^tciSDT^'-^^^ 

v^mnMrn^tu^xm-^x^. &mmm-r^^tiz2:^§^m-r^:itt^x^^o m 
mnnzi±^ ?L«is 7=>r>. i!>^i\i±-^y-h-)v^t^—mzm\^^^ti^o mm. 

{cfflv>^n5o i^-^^J{3{i. *;p:}^^>>^^;H2;bD-Xs 
iz, ^im<Du-y'^ >v^m-r^tij^x^^o zi—y'^ y^mizit. 

P — ;^ J?' U :^ =^ 5^ :e- 5^ W > =J — ^ffl V ^ d *s t: # S o 
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(a){iMK(D. (b)i±Pleiotrophiim(PTN)cD. (c){i. Syndecan-K Syndecan-3. JSi.XJF 
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iKi^ (Jackson laboratory) &fflV^T^5^*M^b^^febfe^ll<£^■rlllTfeSo 

immm i ] 

liiT(D:^^X'y y h SH&Mballoon injury^:^;L'<fe{^iSf bfeo 
15'-203l^®^t4'^-1'^^ — ^ h 350-400 g) ii> J^J^P«3{3;f. > 

{ii^^L^ j5:&m±^^X^^^viz]^X^<o ^UTs 2*:©i^F^©^SMajM 



wo 00/10608 



PCT/JP99/04S50 



18 

< tmmiZ7&iiL^(D^^mmLtzo ^m^^m^l^r. ^ h SMtdMballoon 

S$«^^^7^;i/^ffll>Ts [*IMSE!l;P^MK^]Ki:®MiS^^ 1) PGR. 2) 
( 1 ) PCR(z 5MK^]K<^)t^m 

^ii-^sk^mf^CDM. PTN. Syndecan-ls Syndecan-3^ Syndecan-4s RPTP-/?^ S 
t>'GAPDH CDmRNA^mfiS. RT-PCR(Z J: D t^m b:feo ^^iiiEJ; DmRNA 

^iiMbs ^n^m^***4^bTRT-pcR^^To^co :7--7-rv-tt, ^^©gu^© 

5'-gccggatccatgcagcaccgaggcttcttc-3' (30mer) (iB^J#-^ : 1) 
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MK r > ^ -fe > >^ r ^ >r V — 

5'-actagcataatcaggaacatcatagtcctttccttttccttt-3' (42iner) (i2^J#-^ : 2) 

5'-actggtgccgagtgcaaacaa-3' (21mer) (iB^J#-^ : 3) 

5'-gagtttgccacagggcttgga-3' (Zlmer) (Sa^!j#-^ : 4) 
syndecan-l-fe l^T^y^^ v — 

5'"ggaggcacttctgtcatcaa-3' (20mer) (i2^[J#-^ : 5) 
syndecan-1 > ^-fe > ;^ >r x'— 
5'-agcacttccttcctgtccaa-3' (EOffler) (iH^!J#-^ : 6) 
syndecaii-3-fe ^ ^— 

5'-gatgagccagaggtgccagt-3' (20mer) (ia^!i#-^ : 7) 
syndecan-3T>^-fe >::^:7*^^ x'— 
5'-gccacctacgatcacagcta-3*(20iner) (iB^!j#-^ : 8) 
syndecan-4(ryudocan)-b ^ — 

5'-gaagacgctgggggccttgag-3' (21iner) (iB5^(I#^ : 9) 
syndecan-4(ryudocan)T>"5^-fe l/lT^yy ^ ^— 
5' -tctgaggggacacggatgcca-3' (21mer) (ia^J#^ : 1 0) 
RPTP-/? -fe^^^^^-^-Yv^— 

5'-atcggatccccgttctcaacacatccctgaat-3' (32iner) (i2^J#-^ : 11) 
RP TP " >5 T > 5^ -fe > >^ r ^ — 

5' -cgtctcgagctaagcatctggagaaaatgtctc-3' (33mer) (iH^ll#^ : 12) 
GAPDH-b>;^r^>r V- 

5'-gaccacagtccatgccatcac-3' (2l2ier) (iB^JS-^ : 13) 
GAPDHT >^4r r ^ >r •x'— 

5'-gtagccgtattcattgtcatacc-3' (23mer) (iB^J#-^ : 14) 
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PCR.RilS{±. : 94"C30# ( 1 -y-^ . T-—^)>^: 55'C30 

#s #gSJ5& : 72°C30#<S:MK®Jl'&281t'1' PTNOil^35it-r Syndeca 
n-ls 3. ^itf4CDi®-&33-y-^ RPTP-/?®^-^35-9-^ GAPDH®J®-&±h3^ 
TCD|fe{^CD-t?--f ^;bs ^m*)M{ytco i:X±(DRT-?CR<Df^m^mi(D{A). (b). (cK 
(d). :§3J:me){3^Nt- o 

(b) competive PGR (^-^e^PCR)ic: <J: SMKmRNAcD^g 

m^tc m2(Da.RV^h) o targetZfet>'competitor®/N-> b*(D2i^{ig^T'^J^ 
bfeo 'r^T±^ T(targethcoinpetitor) 2•o®>'^*> K A^* {5(^1^1 D it ^<D*)<D*$. 

competitorCDii l^-^d^lO'T'target i: IB] l^T'2fe-3;t©>{P\ 3 BtP^^TfilO' i: 1^1 

"e 7 B ^ t3 u > h D —;i(D^iQi^m(D}mkt^mM\^T\ ^ s c i: ^ n o 

cntz^U GAPDH-e{±s =i> ho— ;i/^(C). 3^F^^. 3 B^s 7 B^> 14B 

(2) -t7:ii;;^i$^>yD<y h^^lf 
;K3j:S«*ms 3Bs 7B. 4 BS^3ibfe=&^7^;^ (#2E) ^Ig^b 

Mmmmx(Dm^>/'i^mm&^'^:^:^'^>y^ ^ h^i3«t D^^ff bfc(^3)o 

.^ili:M*s^«)^n5&i^5?p\ 7 B^?g{-43i^T{i. MK^3Sa{i«Xi:«ct). 14B 
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( 3 ) mmmm(Dmm 

MzX^mm^^. SB (3E) . 7B (4E) > RXJ 1 4 smM ( 3 E) bfc# 

(a) h^->V > • 

J:t>'c)o a{^^Ha|¥t::*5(t?.H.EIl^s b{i*»7^-5^;i/{c J: S«g^l4B^?©{3 

(b) ^mmit^ 

RV^2dzmi^tVXtji^^^lS^ini^ (Jackson laboratory) ^m^^X 

S3059gi:MK^^hCDM^^> ct Dinvivo{z3£V^Ji;^B■r"ai^2):fe«)^ MKjtfe^y 

MKy ^;^^7T«i7 h v'H7^{±s MKae^®:^^' V> 2CD— 3©— as&ife^bfe 
y ^y^TO (Homo) (Gene Cells, 1998 Dec ; 3(12) : 811-822) (129/Sv 

10~12M^®Mt4(25~30g)) ^ffll^feo 
gj^^ve7>^ (129/Svm. 10~1251^©JH4(25'-30g)) ( 1 OE) s MK^ u/^ 
hv"^;;^ (lOE) s MK^ ^T-i? h (^S:fe^7Kv±A5}^>:7-*t;lji 
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^) {I . ^y^Tt? m.^xiv^yy'mTiThH) (ioe)© 

■etf5fel*lM5{P*?fM^n-?) (Arterioscler Thromb Vase Biol. 1997;17:2238-2244) o 

)\^m) <D2m (imOE) \zm-y^ m^\HmM^=^y')\^^Wm\^fzo MKO.Smg/mL 
^100>t/L^Ab:feji<>7° (Micro-Osmotic Pump'alet-MODEL 10070" :alza; 0.5 

m^\.tz\sa.'m(Dm.^m^^mmr^tc^o:>mmm^:^\z^\^x^mmx&^o 
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^ n ^ M H C3 .t 5 t CD T- S iS^IM 1 BB«® E^iia^tlo 
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1/5 



(a 



MK 



(b) HB-GAM 





C 3h 3d 7d 14d 



C 3h 3d 76 14d 



(c) 



Syndecan-1 



Syndecan-3 Syndecan-4 




C 3h 3d 7d 14d C 3h 3d 7d r4d C 3h 3d 7d 14d 



(d) RPTP- B 



(e) 



GAPDH 





C 3h 3d 7d 14d 



C 3h 3d 7d 14d 
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£^fi*lPCR 



3h — : 



3d — , 



76 — s 



-1 4d- 



io«i 1 0^ 1 0S 1 0^ 1 07 1 0^ 1 0' 10^ 1 0"^ 1 08 1 0^ 1 0^ 1 07 1 0^^ ii^it^oe-/^!) 




r— C — . r— 3h — ! — 3d — , r— 7d— i r— 14d — , 
! i ! 1 i i I II ^ 

10^ 105 10^ 10^ 10^ 10^ 105 10^ 10^ 105 10^10^ 10^ 10^ %%^m^\:f-/uO 
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C 3d 7d 14d 
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4/5 

[114 
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5/5 

1115 
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mm 

SEQUENCE LISTING 
<110> Meiji Milk Products Co., Ltd. 

<120> Pharmaceutical compositions for the prevention or 

treatment of atherosclerosis and restenosis after PICA 
operation. 

<130> M1-105PCT 

<140> 
<141> 

<150> JP 1998-251812 
<151> 1998-08-24 

<160> 14 

<170> Patent In Ver. 2.0 

<210> 1 
<211> 30 
<212> DNA 
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<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence:Artificially 
Synthesized Primer Sequence 

<400> 1 

gccggatcca tgcagcaccg aggcttcttc 30 

<210> 2 
<211> 42 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: Artificially 
Synthesized Primer Sequence 

<40G> 2 

actagcataa tcaggaacat catagtcctt tccttttcct tt 42 

<210> 3 
<211> 21 
<212> DNA 

<213> Artificial Sequence 
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<220> 

<223> Description of Artificial Sequence:Artif icially 
Synthesized Primer Sequence 

<400> 3 

actggtgccg agtgcaaaca a 

<210> 4 
<211> 21 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence:Artif icially 
Synthesized Primer Sequence 

<400> 4 

gastttgcca cagggcttgg a 

<210> 5 
<211> 20 
<212> DNA 

<213> Artificial Sequence 



<220> 

<223> Description of Artificial Sequence: Artificially 
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Synthesized Primer Sequence 
<400> 5 

ggaggcactt ctgtcatcaa 20 

<210> 6 
<211> 20 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence:Artif icially 
Synthesized Primer Sequence 

<400> 6 

agcacttcct tcctgtccaa 20 

<210> 7 
<211> 20 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence:Artif icially 
Synthesized Primer Sequence 
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<400> 7 

gatgagccag aggtgccagt 20 

<210> 8 
<211> 20 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence:Artif icially 
Synthesized Primer Sequence 

<400> 8 

gccacctacg atcacagcta 20 

<210> 9 
<211> 21 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: Artificially 
Synthesized Primer Sequence 



<400> 9 

gaagacgctg ggggccttga g 



21 
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<210> 10 
<211> 21 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence :Artificially 
Synthesized Primer Sequence 

<400> 10 

tctgagggga cacggatgcc a 21 

<210> 11 
<211> 32 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence:Artif icially 
Synthesized Primer Sequence 

<400> 11 

atcggatccc cgttctcciac acatccctga at 32 



<210> 12 
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<211> 33 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence:Artif icially 
Synthesized Primer Sequence 

<400> 12 

cgtctcgagc taagcatctg gagaaaatgt etc 33 

<210> 13 
<211> 21 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence:Artificially 
Synthesized Primer Sequence 

<400> 13 

gaccacagtc catgccatca c 21 

<210> 14 
<211> 23 
<212> DNA 
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<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence:Artif icially 
Synthesized Primer Sequence 



<400> 14 

gtagccgtat tcattgtcat acc 
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